PATENT 



REMARKS 



The foregoing amendment to the specification is supported in Figure 2A as originally filed 
and does not introduce new matter. 

The amendment to Figure 2A merely adds a sequence identifier to the figure to comply 
with 37 C.F.R. 1.821(d) and does not introduce new matter. 

Enclosed is a marked-up version of the changes made by this amendment. The enclosed 
pages are captioned VERSION WITH MARKINGS TO SHOW CHANGES MADE 

Entry of the foregoing amendment is respectfully requested and favorable action on the 
merits is earnestly solicited. 

Date: December 4. 2002 Respectfully submitted. 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 

Page 8, lines 12-15 have been amended as follows: 

Figure 2A-2B shows design of the targeting construct used to disrupt nuclear hormone 
receptor genes. Figure 2A. which illustrates the target sequence (SEQ ID NO:l ) for the 
targeting construct, shows the location and extent of the disrupted portion of the nuclear 
hormone receptor gene, as well as the nucleotide sequences flanking the Neo' insert in the 
targeting construct. Figure 2B shows the sequences identified as SEQ ID NO:3 and SEQ ID 
NO:4, which were used as the targeting arms (homologous sequences) in the nuclear hormone 
receptor targeting construct. 



3 



X. 



Construct 



Gene Family: 
Gene 

Subfamily: 
Gene Sequence: full-length cDNA, Mouse 



Nuclear Hormone Receptor 
Orphan NHR 



Gl Number(s): 226' 



underlined = deleted in targeting construct 

[ ] = sequence flanking Neo insert in targeting construct 



CCCTCGACCTCGAGATCCATTGTGCTCTAAAGCAGAGTZTGGGTCCTACCTACATATGGC 
AG C GAG GAT AG CTAGAGGCCC CAT G C AAG AGAAG GCCCTTGTTTTC C AGG C AC T GAG G AC 
- CA -CCTAA. - C _ . -lT^w i oAwii^ ± u/ia^aaa^auUGTUAGCGAGGAGG 

C C T G GG GAG AG GA.GG C AT C C TAG A C C C AA t c T TG T G G C C T C C T C C C TAAGG G AAA G nGE ^ 
E'^ E E ~ E E'^E^ E E EtrT E E ^ AAC AC T AGAAAC C AT G G C C AG T G^AGAA GAAT ATGGGCCGaK 



5 - O'jAGA. 



GoGCCACA 



?tccacgccct: 



.. . CA/TTgGTGCCATCiGTCCGCT 

TSCTGGAAGGTGTGAGGTCAGCAAGGCCCAGAGACGCCACTGTCCAGCCTGZAGGTTGCA 
G AAG T G T C T AAAT G TT G GC AT G AG C AAA j A C Aj? GAT AC T G T C AG C AG AAG C C C T G GC AT T 

1 j ^ ^(j _ bii'jL '-A^AL AUlv v . rt <_ a- j j _ ■j'j'jw/:uA , o/UihuLA , i LTTTo „AAL TLjAATC A(JL A 

GCAGAAAGAACTGGTCCAGATCCTCCTGGGGGCCCACACTCGCCATGTGGGCCCATTGTT 
TGACCAGTTTGTGCAGTTCAAGCCTCCAGCCTATCTGTTCATGCATCACCGGCCTTTCCA 
GCCTCGGGGCCCCGTGTTGCCTCTGCTCACACACTTTGCAGATATCAACACGTTTATGGT 
G C AAC AG AT C AT C AA G T T C AC C AAG G ATC TG C C G C T C T T C C G G T C C C T AAC C ATGG AG G A 
CCAGATCTCCCTTCTCAAGGGAGCGGCTGTGGAAATATTGCATATCTCACTCAACACTAC 
G T T C T G T C TT CAAAC AG AG AAT T T C T TC T G T G GG C C T C T T T G C TAG AAG AT G GAGG AC CI r 

AGiCCAi^Ao^b:''i'CCAGTA(JGAGTTTTTGGAGTCGATCCTCCACTTCCATAAAAACCT 

GAAAo^ALJ'i'GCA'l'C'l'UCAGGAGCCTGAGTATGTGCTCATGGCTGCCACGGCCCTCTTCTC 

CCCTGGTTTCTGTATGCAAAGCTGATGGGCCTGCTGGCTGACCTCCGGAGTATAAACAAT 

GCATACTCCTATGAACTTCAGCGCTTGGAGGAACTGTCTGCTATGAnGCCGCTGCTCGGG 

GAGATTTGCAGTTGAGGCCCAGGCTTGCATCCTTTCCCCAGACCCCCAGGGATACACTGG 

CCTGGAAAGGGTACAGCGCTGGACCCCACACAGCAGAAGGAGCTTGGGAGTGGCAATGAA 
ATGCTGAACAGT ' 



Gene Sequence 
Structure * 



282 bp 



Sequence Deleted 



403 bp 



Size of full-length 
cDNA: 1332 bp 




FIG. 2A 
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Construct 



Gl Number(s): 2267577 



Gene Family: Nuclear Hormone Receptor 

Gene Subfamily: Orphan NHR 

Gene Sequence: full-length cDNA, Mouse 

underlined = deleted in targeting construct 

[ ] = sequence flanking Neo insert in targeting construct 



CCCTCGACCTCGAGATCCATTGTGCTCTAAAGOAGAGTCTGGGTCCTACCTACATATGGC 
ACCGAGGATACCTAGAGGCCCCATGCAAGAGAAGGCCCTTGTTTTCCAGGCACTGAGGAC 
CGCAGTCCCTAATTCCTGGCAGTTCCTGAGATCTCAAGGAAAGCAGGGTCAGCGAGGAGG 
CCTGGGGAGAGGAGGCATCCTACACCCAATCTTGTGGCCTGCTGCCTAAGGGAAACAGGA 

JACCA . CAC/.^C - A - G H'^ J\C. \ ITAGAAACCri TCGCGaG * 'j .^AJAiGan , ^ , G' j-jCC-j.-^ 
G.\AGTGTGTGGTGTG TG GAGACGHG< ^GrArAnGi^^ATrATTTrrAri^^rP^OAr^TGTi^ A 

gggctgcaagggcttgttcagacgaacagtcagcaaaaccatt ggtcccatctgtccgtt 

i'IjU I ^^AriGG 1 G i GAGG'i GAGCAAGGCCC AGAGACGCCAC TGTCCAGCCTGCAGGTTGCA 

GAAGTGTCTA-AAPGTTGGCATGAGGA-^GACATGATACTGTCAGCAGAAGCCCTGGCATT 

GCGGCGAGCCAGACAGGCACAGGGGCGGGCAGAGAAAGCATCTTTGCAACTGAATCAGGA 

GCAGAAAGAACTGGTCCAGATCCTCCTGGGGGCCCACACTCGCCATGTGGGCCCATTGTT 

TGACCAGTTTGTGCAGTTCAAGCCTCCAGCCTATCTGTTCATGCATCACCGGCCTTTCCA 

GCCTCGGGGCCCCGTGTTGCCTCTGCTCACACACTTTGCAGATATCAACACGTTTATGGT 

GCAACAGATCATCAAGTTCACCAAGGATCTGCCGCTCTTCCGGTGCCTAACCATGGAGGA 

CC AGATC TCC CTTC TC AAGGGAGCGGCTGTGGAAATATTGC ATATC TC ACTC AACAC TAG 

GTTCTGTCTTCAAACAGAGAATTTCTTCTGTGGGCCTCTTTGCTACAAGATGGAGGACGC 

AGTCCATGCAGGGTTCCAGTACGAGTTTTTGGAGTCGATCCTCCACTTCCATAAAAACCT 

GAAAGGACTGCATCTCCAGGAGCCTGAGTATGTGCTCATGGCTGCCACGGCCCTCTTCTC 

CCGTGGTTTGTGTATGGAAAGCTGatGG 

GCATACTCCTATUAAUTTUA<jUGUTTG^^ 

GAGATTTGCAGTTGAGGCCCAGGCTTGCATGCTTTCCCCAGACCCCCAGGGATACACTGG 
CCTGGAAAGGGTACAGCGCTGGACCCCACAGAGCAGAAGGAGCTTGGGAGTGGCAATGAA 
ATGCTGAACAGT ( SEQ ID NO : 1 ) 



Gene Sequence 
Structure * 



282 bp 



Sequence Deleted 



403 bp 



Size of full-length 
cDNA: 1332 bp 




FIG. 2A 



